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0.12 


0.01 


6 O'C/1 0 0% 


lMpfli%#^ 


10. 05 




2. 72 


0. 54 
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mmm4 ^'^^tmm 



mil 







4-1 


4-2 


4-3 


4-4 


4-5 






O.Olg 


0. Ig 


0. 05g 


0. Ig 


0. 3g 




D — -v^ i^^- h 


69. 99 


67.9 


69. 95 


69.9 


69.7 






10. 0 


10. 0 


10. 0 


10. 0 


10. 0 




















2. 5 


2. 5 


2. 5 


2.5 


2.5 




















1. 0 




1.0 


1. 0 


1. 0 








2.0 












16. Og 


16. Og 


15. 5g 


15. Og 


15. Og 






0. 5 


1.0 


1.0 


1. 0 


1. 0 








0.5 




0. 5 


0.5 






100. Og 


100. Og 


100. Og 


100. Og 


100. Og 



mi 2 







5-1 


5-2 


5-3 






70.0 


g 


70. Og 


70. Og 






10.0 




10.0 


10.0 


















2.5 




2. 5 


2.5 






1.0 




1.0 


1-0 
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0. 05g 


0. Ig 


0. Og 






15.45 


14.9 


14.7 






1. 0 


1. 0 


1. 0 








0.5 


0. 5 






100. Og 


100. Og 


100. Og 



^1 3 













6-1 


6-2 






0. Ig 


0. 01 g 




D — h— /V 


70.9 


69. 99 




•lesm^t Kn^^>'37'a tVVir/vn— >^ 


10.0 


10. 0 






2.5 


2. 5 








1. 0 


^ ^ in 




15.5 g 


15.0 g 






1.0 


1. 0 








0. 5 






100. Og 


100. Og 







^14 





^-)3 


7-1 


7-2 


7-3 
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0. 1 g 


0.05 g 


0.01 g 




D — h — /V 


70. 9 


70. 95 


70. 99 






10.0 


10. 0 


10. 0 
















2.5 


2. 5 


2. 5 






15.5 g 


15.0 g 








1. 0 


1. 0 


1. 0 g 


















0. 5 








100.0 g 


100.0 g 


84. 5 g 






1000 M 


1000 B 


1000 U 



^15 







8-1 


8-2 


8-3 






0. 1 g 


0.05 g 


0.01 g 




D — -^V^. /V 

)vxi — ;^ 


60. 9 
10. 0 


60. 95 
10.0 


60. 99 

10. 0 






10. 0 


10.0 


10. 0 






2. 5 


2.5 


2. 5 






15.5 g 


15.0 g 




An . 




1. 0 


1.0 

0.5 


1.0 g 






100. Og 


100. Og 


84.5 g 






1000 m 


1000 #1 


1000 f@ 



5 



(C) 2004 Copyright Derwent Information Ltd. 



wo 02/064133 PCT/JP02/01223 

32 

fcltiii*2 5 Ogi:D— v^-^h-zva, 8 1 Og^TKU^f^v^-^l-An-C^m-^ 

fc Kcri^2/7'PtVHr/H3— ;^ 1 2 5g07lc^?^2 0 8 Sgtr^^^^^'^t-'^C^^b't 
5i^Lfc„ #6>tbfc5t^*3 8 5 0. 2g^v-«I7-^/KBg?n'fb^a^Xf^BfflK)^ffl 
V^-CSmU/c. #fetu:fc^ifei*3 6 8 2. 8gt^^B-fe/>ci-^ 2 3 3. 2giSXXJ^ 

:*:/-fe/V4-^l-?5J»U l:*:/-fe:/vfcfc<9'ft:-a-tiA 0. 0 l m g ^-a^-r-S^iJ:^ 

##^?1J1-C'#£>nfc:ti3^5^2 5 0 giD— ^^^h-Zl'S, 8 1 0 gtr^i^y^ 

^ui^mk^xfixm-^ ufco # ?>nfc«ii-^*=sr«i!iii^^«^ (^-^ ^' ^ th^) 

l^AtV-C^flft^S'a-U> Kn^^>yp fcVUr/Wo— X 12 5 g<^7K^^^2 0 8 3 " 
S^y.yu~Lf£7i'i(bmm^t:io nhfhfcmiMS, S so. 2 g<lr^-^l7-$/P 
(0SM^«X^^0fi!i)=^fflVN-C^^&Ufc. #bn/cSi^5|5 3, 6 8 2. 8 g fcig 
^-Iryup— ;^ 2 3 3. 2 g jo J; t)^;^ 7^ T y ^^m^^';^V!^7A4 4 g ^^>y'y — 

mA 0 . 1 m g ^-^^-r ^ T'ir/vsij ^siit uyt, 

mmm\ i i : '^:fe>fb;t?7°ir/v^J 

1 b tlfc^il* 1 5 0 g . gK^^^C-Jrxf @5 6 g *J J; TJ^D — ^ h 

-;n 4 4 g ^7i<y^5^i^^^^{-Atb-c?m-^u, 3 o-i-^^®ufc„ n^nt^W 

il*2 5 0 g iD— ^^-^b-^l-S. 8 1 0 g^^^y^^^^^i-A^LXm^L 
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Kn^i;':7'alf/V-fc/Va— 12 5 g©7K^^^2. 0 8 3 g fr;^:?'!^— 
mmVfc. #btUfc5tS5^3, 8 5 0. 2 g^/-^!7-5/U(BgfP^li^*^Xf^0fM) 
^>SV^TMfeUfc„ #btbfcMfe7i^3 6 8 2. 8 g <bii^^B-fe^l^P — 2 3 3. 2g 

4 -^Jc^teJK 1 ;*7 T'-fe/vfefc 19 ^t^^A 0 . 0 5 m g 
I^M^Ji 2 : M-fb:;»7^-fe:/v^J 

10 ^h^mA 1. 6 2 5 g. ^®tl7]<'{r^^l 3 g^ ^SiTJ^D— ^V'^ b—ZH 3 

D—^^-— h— ;l'3. 9 0 0 g^M^Xm-^l^fCo #^tl/fc?l-^*4, 9 5 3 

n— ^ 15 2.5 g<D7K^^S2, 544 g 6> jgifei bfc„ ^htltz 

15 5^7^ 4,562g^^-?!7-57l' (Bgfpfk^^Xf^^M) ^ffl V ^Tm^£ UfCo 

jbiB t mmcDi^Vf^mz. 2iHii^t5Mb. i2.89ig (ow^-^^mco 

*i^t5i^H^-fe-/Vn— 8 16.2 g*3 j;Uf;^-7^T V l^W.-^ i^^'y^ J>> 1 5 4 g ^ 

4 10 z^■^zf^^?v^mW^{\mA^±m^^^'^x•^'7^ytl■:f^^/v^^\z.■%i%\^^ 

20 1 7°-fe/kfcfc <9 ^t-^!^A 0 . 0 2 5 m g ^-^^T-TS 7'-fe/b^J<l:i^j^ Ufc, 

J; tm^^j^^-fe/v o * fc « W 3 ^^^^ <t -r 5 #*fc^^<^:&*S:^=^ 

25 ^16 













9-1 


9-2 




2 g 


2 g 




67 
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D — -v 1 /I' 




6d 




30 


30 






1 




1 


1 




100 g 


100 g 



^1 7 













10-1 


10-2 


10-3 


10-4 


10-5 






64 g 






64 g 


90 g 








64 g 


64 g 










2 


2 


1 


1 


1 






24 




25 












23 




24 


4 


m 


t K C3 :7° o tWir /i^ p — ^ 


10 


10 


10 


10 


5 








1 




1 








1 100 g 


100 g 


100 g 


100 g 


100 g 



^18 







^ 1^^ ^ ^ 


11-1 


11-2 


11-3 


11-4 




1. 0 g 


1.0 g 


2. 0 g 


2. 0 g 




81. 5 




80.5 




D — b '-/l' 




80. 5 




79.5 




15. 0 


15.0 


15.0 


15.0 




2. 5 


2.5 


2. 5 


2.5 






1. 0 




1.0 


-a-tf 


100. Og 


100. Og 


100. Og 


100. Og 
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mi 9 







12-1 


12-2 


12-3 


r i/T ^—Y 1) 


21 g 






•^-i K9=¥5'hRS30D(*2) 




30 g 




•^-^ K 9 ^' :y h S 1 0 0 ( * 3 ) 






100 g 


T-fe^yWb^y :/'y -fey k(* 4) 


7 










1.8 


10 




12 


9 










50 






0.2 






60 


59 






100 g 


100 g 


160 g 



m 

(* 4)T^r D ji^^au^jUt. :^^T^ y /V^^ ^/V*5 J:T>V TrJ' y yu^^M-B* 
1 3 : MSU^gJ^jj^^ 

1 <D^1o 10-3 -e#fc^^^cM3^<^:E:|fe^t;i. 3 12-2 
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9 
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13-1 


13-2 


13-3 


13-4 


- 2 4'»iaff^5><t UT* 5) 


100 g 
5 


100 g 
10 


100 g 
15 


100 g 
25 




105 g 


110 g 


115 g 


125 g 



giiit^j 1 (Dii&Ji 10-5 -e#/c^;!tfeiI*^o^^^^{-s a^^^^^ 3 (D^:^ 12-3 



*2 1 









14- 1 


14- 2 




100 g 


100 g 




84 


168 


mMH^t UT* 5) 








184 g 


268 g 



10 w^<D^f>^m r> $ij«^ffM-t'6o 

#3 2 8 Mm. ^JsQi^l 4-2dS^;&^^'/t^^0. 7 4g/mK ¥^^^4 1 4^ 
*yt{tO. 0 Smo 1/1 y vMm,m®?^(pH7. 4) 9 0 0ml <lrfflV\ P^jc^ 



(C) 2004 Copyright Derwent Information Ltd. 



wo 02/064133 PCT/JP02/01223 

37 

m^^fCo Um^i^^. 3 0, 6 0, 1 20, 1 8 0:}SXXJ^2 4 0^(D^iV^tl(D 
^mK, ^T-fV^^'/U^ — F-7 2 5riiLT'<y-fe/v4'(Df^^?i^$rlm 1 i^o 

HPLC^4: : 

Develosil ODS-5 (150 mmx4. 6 nun I.D.) 
^ib^S : 0. 0 lmol/li5'^>'^,WIS, pH2. 5/Tir h= M/ /KB 0/4 O), 

: ^^l'-5r=^^3fc3fe^^(^tilJK:^ 2 2 0 nm) 
-<5f6 jt : 1. Oml/^ 
tS. ^ : 4 CC 
?^A* : 1 5 M 1 
^^fi^ 2 2 {C^-To 



^2 2 







^a:^ 14-1 


^li 14-2 


pHl.2 


pH7. 4 


pHl. 2 


pH7.4 


3 0 


0.0 


94. 8 


0.0 


95.0 


6 0 


0.0 


94.6 


0.0 


101.7 


12 0 


6.6 


94.7 


0.0 


102. 1 


18 0 


13. 8 


. 95. 1 


0. 0 


102; 3 


2 4 0 


20.4 


97.6 


0.0 


102.6 



^^^■1 15: mmmm^^ 

mM.m 2 <D^-)5 11-1 -C'^fc^Sfd, MitM 3 c^^^ 12-2 cO^tiif^J^ 
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E2 3 









15-1 


15-2 


15-3 


15-4 




100 g 


100 g 


100 g 


100 g 




5 


10 


15 


25 


- 2 ^(omi^^t UT* 5) 












105 g 


110 g 


115 g 


125 g 



^2 4lc^i-^^J-ti§o-c. ^feiciJ: ^)Bi^tt^^ffi=^-7^-^'>'i^'^S^i^^tb 
fCo Ultm 1 (^^^ T:1#fc7t?^^{C, ^24 C7>:§a;^ 16-3 cD^^tt^M 



2 4 







16-1 


16-2 


16-3 


^jI-'C K^i^y h L 1 0 0 (* 6) 


6. Og 






HPMC P 




8.0g 




K 7 h R S SOD 






30. Og 




3.0 




9. 0 


pjfyrc5=-u>'j/y =t — 6 0 0 0 


1.0 






2/ >• 9 - 4 5 (* 7) 




0.8 










1. 8 




90. 0 


45.2 








46.0 




v-y =1 — i^^ft 






0. 2 
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59. 0 




100. Og 


100. Og 


100. Og 



( * 6 ) p< r y 

(* 7)r-fe5=-/Hb:*/i5^y-fey KO 9. 94 7w/'w%), 5^^h = 7*ni— 
(0.0 3 3w/'w%)fcJ;TJ«i5^3ii^gf(0. 0 2 0 w/'w%) ©^g-g-^J 



^2 5 







16-4 


16-5 


16-6 


16-7 




m^^&mi* 8) 


50.0 g 
5. 0 


50.0 g 
7.5 


60.0 g 
15. 0 


60.0 g 
18. 0 




20.0 g 


20.0 g 


10. 0 g 


10. 0 g 


-a- m- 


75.0 g 


77.5 g 


85.0 g 


88.0 g 



m2 6\c7T^irmi:^\c'^<^x. mm^i:^mm'\km^i^m\'^rci^m^wmi^tc. 



^2 6 







17-1 


17-2 


17-3 


17-4 


17-5 


17-6 


-fb-^^JAC* 9) 


5g 


10 g 


10 g 




2g 


5g 


10 g 




95 


90 


80 




















98 


85 


80 














10 










10 








10 




100 g 


100 g 


100 g 


100 g 


100 g 


100 g 



(* 9)5p*&S^^@^ 1 . 5 M m 
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«2 7 







18-1 


18-2 


18-3 


-fb-^i^AC* 1 0) 


Ig 


. 5g 


10 g 


TKya^^V'^'iJ^y /V4 0 0 0 


49 


45 


40 


3jf iJ:3if=-U>':J^y =1— /U4 0 0 


50 


50 


50 




100 g 


100 g 


100 g 



( * 1 O ) ^i^'^l^nm. Sum 



^2 8 







19-1 


19-2 


19-3 


19-4 


-fb-^tJAC* 1 1) 


S.Og 


10. Og 


15. Og 


20. Og 


::r-r K7=¥5^ h E 1 0 0 


21.7 


20.5 


19.4 


18.2 




10.8 


10. 3 


9.7 


9.1 




0.8 


0.7 


0.7 


0.6 




61.7 


58.5 


55.2 


52.0 




100. 0 g 


100. 0 g 


100. 0 g 


100. 0 g 



15 1 l)^t^n.^W^l. 5 urn. 
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S2 9 







20-1 


20-2 


20-3 


20-4 


-fb-g-i^AC* 1 2) 


5.0g 


10. Og 


15. Og 


20. Og 


;*-'r K^^y hE 1 0 0 


40.2 


38. 1 


36.0 


33.8 




20. 1 


19. 1 


18.0 


17.0 


^''^^^ 


1.4 


1.4 


1.3 


1.2 


Tir h>- 


19.9 


18.8 


17.8 


16.7 


y :/ n tVV'T/> =» — /t' 


2.4 


2.3 


2.1 


2.0 




11.0 


10.4 


9. 9 


9.3 




100. Og 


100. Og 


100. 0 g 


100. 0 g 



(* 1 2)m^^=?-W^\. 5 Aim 

mmm2 1 -.mumA 

^30 







21-1 


21-2 


21-3 


21-4 




0.01 mg 


0.05 rag 


0. 10 mg 


0. 50 mg 




1.0 


10.0 


10.0 


10.0 
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50.0 


ymihi-hV ^J>^i^ 1 3) 


MM 


MM, 


MM 


MM 






MM 


MM 


MM 




10. 0 ml 


10.0 ml 


10. 0 ml 


10. 0 ml 



(* 1 3 ) p umWM : ^M(D p HSr 1 0 ;ii^t> 1 1 iJiTO-TSo 
^jfe^J 2 2 : j^iifiJ 



3 1 







22-1 


22- 2 


22-3 


22-4 


22- 6 




0. 01 mg 


0. 1 mg 


0. 5 mg 


1.0 mg 


2.0 mg 




1.0 


10.0 


10.0 


10.0 


10.0 




90.0 


90.0 


90.0 


90.0 


90.0 




MM 


MM 


MM 


MM 


MM 




MM 


MA 




MM 


MM 




10. 0 ml 


10.0 ml 


10. 0 ml 


10. 0 ml 


10. 0 ml 



fg3 2 



1^^ 




23- 1 


23-2 


23-3 


23-4 


mm 




10 g 


10 g 




10 g 










10 g 




(* 1 6) 




90 




90 










70 




90 




(* 1 4) 
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1 5) 


— 


20 


— 


— 






100 g 


100 g 


100 g 


100 g 


mi 




900 g 










T-fer 




900 g 














900 g 


900 g 




1000 g 


1000 g 


1000 g 


1000 g 



5 isi^mm.um^^(Dvm^m 

m)Kii^^mwi.^-^tc^. o'^mw. 20^. 40:$^. imm. 2mm. 3 

15 $-a:5ci<h;6SM*Lv\ mm<^6sL'^^i^^^^^T^nm^'^^mm^-^^x 

^ffiM 1 7 17-2 r-#fcfc«^ffi v^T. ^M^i^SrfTofco 

Utty S'h200-250g (Jcl.-SD. 0:$:^ l^TM) T^^l-^i^'Tt-T^fll 

jtSM^L^ho ^jkffi:!{7=aL-utc}±^>'-?y 10 0 O^fe/m 1 ) 
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b 5 =t >• h CI -/wtfew^ fz.\imMm 1 7 (D^Q.;^ 17-2 x^md^'n mr. 

trO. SmmmUfCo Jfn^f*?-*--^-^ ^ ^^(1 00 O^^/ml) 1 0 n 1 
trAttfc-^-r i5^n^=-:?'l-**^= rfZJjfelSSfiil-tjfcijS'C^i^-fiKl 0 0 o 0 g. 

10^. 4=0 U ±«(DJiiL^$0. 2ml ^glBbfCo J&.^4'<^'fb-a-«^A|g^^ L 
10 C/MS/MSfeJcJlo-rMj^LfCo 

1) HPLC^# 

;^7^J^ : Develosil C8(100 nimx2. 0 mm, i?^^{t:^) 

: O. 1 : 7f y — >'l'= 5 0:5 0 (v/v) 

15 ^fe 5g : 0 . 2 5 m 1 
tg. ^ : 4 O'C 
i^:^ : 2 0 ju 1 

2) MS/MS^# 

-^:^Wb-=E~ K : ESI (Electrospray ionization) 
20 : IE 

IT" : MR M (Multiple reaction monitoring) 

: 4 0 3. 2^2 3 2. 1 Wti-^i^A), 4 0 7. 1-^2 3 6 . l(f^ 

iPPtlJp) 
LfCo 

^33 Kit-k'^AU^y y b<7?jfiL|it4'(^^l^-^tiAliS«^SP#^<k;^^Ufco =1 
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-^«^Af±^ttJ$tv7tC;6*o;fc„ -if. 'fb'g'i^A'^^iUc^iSrM^Lfc^y h(No. 2 

^£*o\ -fk^!^ A =lr ^ y h ( 1 m g / k g ) t fc^-g-(^«^>?i^*M 

a 0.3 13 1.4 ^Pe^T-fc o fCo 



^3 3 



7 y h N 0 , 


-ftJ-g-i^AjfiL^if «^(n g/m 1 ) 


i&##(3^l^^(h r) 


1 


2 


3 


4 


6 


8 


^fis 1 


n. d. 


n. d. 


n. d. 


n. d. 


n. d. 


n. d. 


^b'^i^A-^^^C'gM^ftS^ 














2 


n. d. 


19 0 


3 7 0 


2 2 0 


5 0 


8 0 


3 


n. d . 


2 5 0 


2 3 0 


.2 6 0 


6 0 


7 0 


4 


n. d. 


5 0 


12 0 


110 


3 0 


8 0 


5 


n. d. 


3 2 0 


4 2 0 


12 0 


16 0 


19 0 




n. d. 


2 0 3 


2 8 5 


17 8 


7 5 


10 5 






5 7 


6 8 


3 7 


2 9 


2 8 



n. d. :;^ttl|Ig#JJAT«10ng/'ml> 



^mm^v V V (No. 2 ~ 5) X'{-±. 2 nxm.-h^ h^w^wmmmmMo^^L 
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^3 4 





ifiLilt'iSJSilli)!*^^^^ (mE q / 1 ) 


7 y h N o . 


i^^^OH#FpT(h r) 






1 


2 


3 


4 


6 


8 


MM 1 


0. 81 


0.61 


0. 69 


0. 83 


0.64 


0. 76 
















2 


1.22 


1.58 


1. 49 


1. 72 


0. 90 


0. 93 


3 


1.17 


1.34 


1.37 


1.53 


1.15 


0.80 


4 


0. 80 


1.39 


1. 58 


1. 59 


0. 98 


0. 80 


5 


0. 58 


1.17 


1. 36 


1. 30 


0. 92 


0.92 




0. 94 


1.37 


1. 45 


1. 53 


0. 99 


. 0.86 




0. 15 


0. 08 


0. 05 


0. 09 


0. 06 


0. 04 



h(Jcl:SD. &:^i:^urm. 3 0 0 - 3 5 0 e)^=^-T/i^mmri^X 
SSibfCo *fc. ®H4y y-m^m^m-k^mH 5 OmM Na C K 1 OmM H 
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pH4. 5)\zh7:ff>'h=^J>^^m^U m^h7:ffy'hm^(5mey 

m 1 ) -fk-^A^ h 7;{f >' hmmi^s mmm 1 4 <7?*q^ 1 4 - 2 1? 

i^J;'9M^o. SmiS^^bfco jfiLfi^f^i^ft^^'? y 
^\M.h\^j^Mm(.l 0 0 0 0 g. 1 O^. 4t:) i:ft<^JfiLi^O. 2 Sml ^Sr 
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